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[0 0 6 1] 

n^^;l/S, 2 -■7;l/:^njc^;u^, 2 - n n v n -^-^ v 

'>'^-3-^;v^. N-T-fe^;i<'en 3 ->f;i.^^ N-^ h^'>*;u.if 
— ;i/tfn V >^>'-3 - 'T N-^ VT'n ;ven i; v'>_3 _^ 

[0 0 6 2] 
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■^-v: 25/ 



2-THf;^t:n [4. 4] y-^^. 1 -^^-i?— 7 -T-if X Ifn [4. 4] y :^ 
2-:t^H^— 7-T-9-*Xtrn [4. 4] 1, 7->^T-ifXt?n [4 

. 4] 3-^^•^^-l, 7-v?r-rxen [4. 4] 2, 7- 

v^T^fXtfn [4. 4] 2, 7-vT-ifxen [3. 5] r^^t; 

tKnenn [3. 4-d] T^\£y. 2-T-»fXt:'n [3. 3] ^y'^J' 2 
-:^-^^^-6-THfxen [3. 3] -^T'^ 2. 5 - vT-if If ->i^ n [2. 
2. 1] ^>^^>, :t^^t:Knt?nn [3. 4-b] tfD-;v, ^^^nyu 
fefnn [3. 2-b] tfn-;K 3 -THf tfviJ'n [3. 1. 0] ^^-^-^^ t 
i^^HKntfnn [1. 2 -a] if^v:^. ^f^^HKoenn [3. 4-d] 
T-trli*^. 2, 8-vT-9-*;:^H'n [4. 5] t** ^^;&s^J^$ tt^o 
[0 0 6 3] 

[0 0 6 4] 

) T^yft, 1 -y-^;v- 1 -T^ y j^^;vft, 1 -y 1 -11 Kn^^rvjc. 
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^-v : 26/ 



;v*;U'/N'^-r -'I'S^ vy (y^;v) T^y*> 2-^^yen 
2 - ^ V - :t ^-9- v i; V :^ - 3 - jI'^^t&^'^j^ $ ^x;?. o 

[0 0 6 5] 

If n i; V > - 3 - ^ N - y h ^ v tf n ij - 3 - 

e n u V V - 3 - >f jv^^T^mm ^ ti. 

Utl 2] 




i^^. Ra{±, r9^^-^:^^^ X(i 2 o<^Ra^?— (CH2) x- ( 

NH) - (CH2) y-^fmu 'tLxmmmm<Dixit2m<7)i£M(D7i^mw. 

T^()J:<. x25.^Fy{i. JfteLTO, U 2. 3X{i 4 i^^L. 3 ^ x + y 

o 

[0 0 6 6] 
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[0 0 6 7] 
Hbl 3] 



[0 0 6 81 

(^f-;v) T^y*> ^f-;!/:*;!/^^^;^ r^y^. ju^)Vij)V 

a:.hc^V':*;V.-K-;V T^^*. 2 - tf m; 1 --f 

^ f - ;v ;v - $ tt ^ o 

[0 0 6 9] 
RlZiC>*R2<7)^;^^:b-fr LT$f $ L < 

• Ri : Mt;!^^;!/*, r2 : TKMa-efim^tLTv^T^ ivMMT;!-^;^*. 

• Ri : MT;i/^;i'*, r2 : t- > Kn-7 7~;i/^, 

• Ri : «It;i/^;i/*. r2: R9T'ttl^$tLTv>T^> iv^tfrn; v?^;i/^, 

• R 1 : p{ r2 : ^ y y n tf;v*, 
•Ri:^^;v^. r2 : -r h^ii Kn7^-;v^. 

• Ri : ^^^v^. r2 : N-T-fe^;vbrn';>^>-3--f;^^, 

• Ri : ^^;v*. r2 : N-;>(^;i'tf n»; K>-4_.f ;v.^^ 
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[0 0 7 0] 

V-1. 7-vT-r;^lin [4. 4] y i-y- 7 - 4 7-^^)U-8-^ 

7-vTHf;^en [4. 4] 7 > - 2 - ^ 3- [T-t^;i. ( 

y] tfnu 1 3- [-fyy5^i;;v r^^] fcTn^i; 
-r;v^. 3- [p{ r^y] if n v v >- 1 --f 

6-T-t:^;UT-*:^t: Knenn [3. 4-d] T-if 2 
. 2-:e-^V [1. 3' ] etfo.; - ^ tt^o 
[0 0 7 1] 

[-fbl 4] 



^O'V hD-^ t^o-^^ 




[0 0 7 2] 

R3. r4, R6:g.Z^R7{i^ #>^®3z:LT. 

1) 7jcmi^^. 

2) 7K^*. 
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#M 2 0 0 3 - 1 4 3 3 9 8 ^- v : 29/ 

[0 0 7 3] 
[0 0 7 41 
[0 0 7 5] 

[0 0 7 6] 
[0 0 7 7] 

-Wc^ [I] •e^$tL^<k'^tK7)^;&-'e^>, ilfd-^^^ [i-i] 
['fbis] 




[^4'> R3. R5. r6, r7^ r8^ Ra^ m:5.a^n{±, H&ffitc|SI C-e*>^ 
[0 0 7 8] 

[i-i] t?^$tt^'fh'^#{±, m.f^fzMcii-\R^mm^^\^. 
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[0 0 7 91 

• 5- {A-y)Viru-7:r.=.)V) -N- [2- {\-^^)V-2-t^y-l, 
7~Vr^'7.}du [4, 4] yf-^'-y-^;!,) _6-ii./i; -2-tfi; 

• 5- {A-y)V^uyau-)V) -N- [2- ( 7 - ^ 8 - r^-^t- y - 2 , 
7->>T-if';^en [4, 4] yf->-2--r;i') -6-^yu-;i.] -2-^'; 
^ V ^ ;u ^ Kmm^k> 

•N- (2- [ (3R) -3- [^yr^';;l. r^y] -l-fe°nv 

• N- [2- {6-T^^)VT-ti)Vr'}f.Vu\£uu [3, 4-d] r-lfe>-2 
•N- (2- [ (3R) -3- [r^^)V r^y] -l-tfni;^^- 
•N- (2- [ (3R) -3- [T'nii^j^;!. T^y] -l-tfn'; 

• N- (2- [ (3R) -3- [^^>x)u^^)i^ (y^;i/) T<y] -i-e 

• N- (2- [ (3R) -3- [p« T^y] -1- 

•N- (2- [ (3R) -3- [ [ (vy^;l'T^y) ] 
) T^y] - 1 -enui^^;!'] -6-^yi;-;v) - 5-y^-;v-2 -tfv 

•N- (2- Rvrntf;!. (y^;i,) r^y] -6-^y';-;^) -5-7^ 

• N- (2- [ (3R) -3- [^yr^';;i. (y-^;v) T^y] -1-fni; 
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^-v: 31/ 



v?ci;i/] -6-^y';^;V) -5- {A ~y )V^uy ^u — il') -2-\£^) 

• N- (2- [ (3R) -3- [T-b^;i/ T^/] -l-li*D';v- 

-e-^y;^;!^) -5- (4 -v;i/:^-n7i— - 2 -tf; ^ v*'^?:?;^ 

• N- (2- (t- h 7ii Kn-3 r^y] 

-5- (4 -•7;v^n7j:-;v) -2 -kf'; 5 v^v^/;^.^^'^-^-^ K\ 

• N- (2- [ (3R) -3 - Uvy*^^))V i^^jv) T5,y] -i-tfnv 
'j-jv] _6-^yi;-;w) -5- (3 -y )i^^uy jlz:.)]^) _2-if';$i;> 

[0 0 8 0] 

-^^^ ril ^e^j^i^^-fK^^ ^oig^^t^^ 

[0 0 8 1] 

[-fbi 6] 



[^fx Rl. R2. r3, r4^ r5^ r6^ r7^ R8:R.C;fn{i. ttffltll^ C-e^;g> 




[I] 
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003-143398 ^^^y 

] 

10 0 8 2] 

nmiimHt. -^^ [II] T?^^tL^>fb^ii^<h-|S^ [III] X^^^il 

^it^mt^r<vift^^tKX^-^^ [I] r^m^fi^^t^^^w^i^o) 

[0 0 8 3] 

r^m^tl^bit^^t-^^^ [III] •e^$tL^'fb^#t=^^^^J(^;i^;j£-,r^,^ 

i^^^-ii:^:^^, [III] r-m^tL:hit^!^<oij}ut'>mm^^'^^ 

^^<o:^mzj:^fBmt^^Kj;^^immi^tu ^y^^t^mmmi^^t-^^ [i i 

-^r^ K^^<7)^^^^^j (^s^^^ife^ 7EL#^^^tt. 1 9 8 3^) ^#BS 

<^'::^) o 

[0 0 8 4] 

-^^ [I I] x-m-^ti;hit^mt-^^ [1 1 1] xm^fi;h^t^^t^. 

^«Jx.{^N-llK^^v^^^y^,;7v'-;^ a:iT. TH o B t J tv.-5^t^r^ 
■5) O^^TXfi^^^TT'. 1, 3-v*v^n^i^^v;i'*;i..i^-;>f ^ 1_ 

TEDcij t\.^^zt^^$,^) ^(Dm^M^my^-xT^ h^it-t^yj^a^m^^^ 

[0 0 8 5] 

-^^ [II] xm^fi^^t^^t-^^ [III] xm^ti;Bi\:^^<Di^m 

MtLXit. -^^ [II] ■e^$tt^'fb^i^i^;vmu -^^ [III] 
T^^tL^^b^trO. 9-^2. 0^;l.;6-'M^$itL. t<{i:l. 0-1. 5«t 

[0 0 8 6] 

X. m^M<DmmMtLxii. -^^ [I I I] xm^^:h^t'^^i^juizM 
U 1. 0--2. 0^;l.;6^^^J,T^$tL. L<(il. 0-^1. S^Jl^TDmm^fl 
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^-v': 33/ 



^ o 

[0 0 8 7] 

[I I] ■v^m^fi:h^t^^i^jvi,z'o^o. 9-2. o^)Vibmm^ft. «f 

tL<{il. 0-1. 2^)Vi!)mm^fi^o 
[0 0 8 8] 

-?>'fb^%l-^;i'tc*tLO. 1-1. 0«=e;K 0^ t<{i0. 1-0. 5^)V}jnx. 
[0 0 8 9] 

, N-vp(f-;^.i^;UAT^ K (iitT. TDMFJ tv^^) , v 
K (mr. TDMSOJ i:v^^) mmif^fi^o 
[0 0 9 0] 

KiS^aSi: LTfi. 0-8 0t:>i»^^^J^;^tt. L < (i 2 0 - 5 0 "C/i^^iis!^^ 
tL, 3^, >RJS^r^i: LTfi 1 -4 8^r^:6^M^$tL^o 
[0 0 9 1] 

— [III] T^^^^tL^'fb'^tJ i:^ )U7i-:>m.) 
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J (MMiw^m. %m^^^^n. 1933^) i,z$m^fix\.^:b:fjmzmcxff 

[0 0 9 2] 

nto. 8-3. 0-t;W^?i|^$tL, 0^ L<{il. 1-1. 3^;V755a^$tL 

^ o 

[0 0 9 3] 

T^>. 1, 5-vTHflfv'^n[4. 3. 0]-5-y^.>', 1, S-vT-Tlf 
[0 0 9 4] 

•^^i-je^^^M^^tL, 0^L<{iO. 1-1. 2^)\^i)m^^^:^o 
[0 0 9 5] 

Jaigt LTfi- 5 0-80 ■C;6^'|?U^$ tL. $f S L < fi 0 - 3 0 °C;6^'a^$n-So 
KjSNfPhI^: LT(i. I«J3 0^-2 4 ^r^;d?f!|^$;h.. «fiL<(i3 0^-1 5^ 

[0 0 9 6] 
[0 0 9 7] 
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^-v: 35/ 



[0 0 9 8] 

mi 7] 



O2N 




H-N 



O2N 



1 
3 



S5 



1) BocSO^A 

2) R5-X/i^S 
3) B o c SCDJI^^^ 




HoN 



R5HN 




^4 R. 



[H] 

^ Rl. r2, r3, R4:5.t;''R5{i, tffieiClslCt^^^o ] 

[0 0 9 9] 
1M2-1 : 

it^m±t^\:^<^2.t ^r. 0t L < }i/F^tt^#^Sco:i¥::&T-e. 2 0 "C- 2 0 0 
t:. $ftL<{±5 or-l 5 OlCiCT. 1 0:^-4 SNFlf. L<J±1~2 4 

[0 10 0] 

i^lStL-Cfi. Mx.{^>?:^-^-9->, THF. T-t>^hV;l'> DMF. 
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DMso. r^hymmm^fi. mL<lt>^:i-^^-^^ dmf. dmso^ 

[0 10 1] 
[0 10 2] 

[0 10 3] 

XS2-2 

-fb^t^A^^^-ls^ [II] r-^^tL^'fb'^j^ti^ti^-t- -So 

[0 10 4] 

X@ 2 - 3 

-OXSfi. D^b^t^AOT^y^^Bo c>fb (t-butyloxycaybonylation) 
i-^XS. 2)nhiifzit^m^}^ 2.Yim<Dm.m<D:^^y, R^-XtKJB^^^ 

1 1] ■e^$tL^'fb^t^*t#^^>^T^>^o v^-rtL(^)x^^>tje^<&^o^^'e^T 

[0 10 5] 

1^. -fb^tfXii, :2r^<^:^^[H eterocycles. 4 8^, 2 6 3 7 

M (1 9 9 8^) ^fz\t^fL\zm-rh-)3mKii yymw^mx^^o >fb 

[0 10 6] 
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-^-v: 37/ 



^it:^^3{i. [III] x-m^ti;bit^^<r>m^m:^'m'r^$>^o 

Uti 8] 



[0 10 7] 

. -^^ [III] xm^n;b^\:^m^mm.'r:h^t7;)^^x-^:ho e:«o^S (I^^tK 
iJyy'V (i. M£{fT etrahedron. 5 8^. 9 6 3 3H (2 0 

0 2^) icffi«<^:^a^^#M-e§^o 

[0 10 8] 

i^^y^, I^M^N'v v-^i., v^nntfx ( h i; 7a^^;i/.-j^;:^'7 >-) ^n'^^^-^za 
> [1, 1' -ex (v7i-;i/!f:;^-7'f y) y j:.u^>1P^uti^^'7z^^ 

[0 10 9] 

2 -VP? h^vj^^ > (DME) ^^f<^>j^--r;K ^:^•^f>'^ ^;^aL>3&i:*<^5^ 
[Olio] 

'fb'^J^AOj^ffliiiLTa. l^^VOfb^^itCjttLO. 9-2. Q^}Vil)m 




o 

6 



5 



[HI] 
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ffliiiLTJi. l^;K7)'ffc^%^tc*tU 0. 0 1-0. 5^JVi(,m^^fi:ho 
[0 111] 

[0 112] 

it.^^<D-JfmmK.it]ournal of Chemical Socie 
t y. 3 1 2 9K (1 9 5 3^) ]K2: ^omm^Wmx^^o 
[0 113] 

[0 114] 

Jl^Ms J^h^i^:^)l^yi-':=.j].m. tert-y h - <7 ^ n 
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#M 2003-143398 ^^i; 
[0 115] 

*^;6.^tff,tL. ^h^'>.tf-;v^, 7^h9liKne^^;i.ft, 

[0 116] 

-rvynii-;!.^, tert-:r-^;v*^(7)fi0r;i.i^;i.^; 2, 2, 2 - h V 

[0 117] 
[0 118] 

'^^^"^-if=-vi^'^^:^^Z.7. {Vxot^ctx^^ Groups i 
n Organic S y n t h e s i s ) . T. W. - ^ (T. W. G r 
eene)^. John Wiley & S o n s ( 1 9 8 1 #H^] X 
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[0 119] 
[0 12 0] 

^ o 

[0 12 1] 

mmim^im^m. mm^w. d^m. t^^. mm. m^. mw:. m-^^mm 
. • mmmm. iBititw. mmmm. mmmm. mmmm. m^m-B. 

^^ii&^^mttm^o^mMXiix^mMtLx. mzmmm 

[0 12 2] 

^^m(Dit^^^^mmj,zm^^^^ \z^fz ^ . ^(D^^-w^m^z^i^^umiMm- 
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>; ^-rT'i^m-^^-^-^v-^A. mnmi^^^m.. Mti^. 

[0 12 3] 
[0 12 4] 

$?tL<(ii. o--6o«i%cDi!i^T'^^i-^ct;$j-e§. X. mm±$m^ 

tt^S#^0^9 9. OMa:96. §f S L < 4 0 ~ 9 9 . 0 S*o/o^;t1-^ c 

^^x^;ho ^iti^<DmMii. ^m±mmy'j:m<oit^!^^ ^i^immmf^mm. n 

[0 12 5] 
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V : 42/ 



fz^O. 01~20mg/'kg'lrl -M^^^S^ttT. #^@n^-^0*|>^{i, 

0. OO2-lOmg/kg^J-l~icllItC^ttTfe4-i-<2><^):i^0*Lv>o 5^ 
^bctc J; o T tz^^-t ^ t ^ pxt^tr ^ ^ „ 

[0 12 6] 
[0 12 7] 

i>m^^t>^tlX^>fHI2:\^^, ^<DXo^j:^-^mmtLXlt. m^i^. d 

m<Di\:^s^tmmmmMt^mmizm.m^tLx^m^{i>ti^^-<7)mM<DU-^^ 2) 

^mmx(Dmf^i^^. 3) ^^^(o^t^i^tmmmmmt^m^izmmtLxn 
^t^^2m<Dmm<om~i^-^m^x<Dm^m'kis\.^x<7)i^-^, 4) :^mM(7y^t^ 

i^B#^4-> 5) ^§tm<D<t^mtmmmmMt^m>(r(,zmHtLxnhfi^2m 
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[0 12 8] 
[0 12 9] 

±15 mw.mf^mm^ tLxit. mK.iii)^v^Y>m (gutazones) mx. 

(^v^Vi^'V^ (ciglitazone) . y)V^'V^y'> (darglitazone) . 
^V'> (englitazone) . ^^i^'V^^/y (isaglitazone) (MCC-555)^] , \£t 
V')^^/> (pioglitazone) . nv^^^v^j^v^ (rosiglitazone) . hn^^i;^ 
Vy (troglitazone) , BRL49653. CLX-0921. 5-BTZD. GW-0207. LG-100641. LY 
-300512^CDPPAR>.TrT'::.;^^ ;2)^ (metformin) . 

(buformin) . "7 a: > .1^ ;i/ ^ ^ (phenformin) #Olf ^r>:h'f K^j ; 3) T^Ut^^ 
:-^nv>.i,;^7T^-'lf-lBRi«J;4)T-feh-x^^?-^ ^n;V7'n/>f^ K 
. vTlf^X (diabinese) . i^V-^^iJ'^^ K (gl ibenclamide) . ^'Vlfv'K 
(glipizide) . ^'VrV K (glyburide) . ^'jp^lfV K (glimepiride) , ^ 
Vi^^v'K (gliclazide) . (glipentide) . VV^V> (gliqui 

done) , K (glisolamide) . K^o;^;!.*}. 

^;1'->VT;5)W>?^i;::.K (repaglinide) . f-^^*.;^K (nateglinide) ^ 
<^^^r,;^- p (meglitinides) « ; 6) T (acarbose) . Tv.-Kv> 

(adiposine) . (camigl ibose) . (emiglitate 

) s (miglitol) , (voglibose) . v>- 

Q (pradimicin-Q) . ^5->' (salbostatin) . CKD-711. MDL-25.673. 

MDL-73. 945. MORM^O a - n v K b K n v ^ ^ -t'la*^ ; 7) f ^ ^ ^ ;^ 
i^' -^h (tendamistat) . hU::^^^> (trestatin) . A 1 3688^<?5 a - T ^ 7 
-^mmi ; 8) V y V K (linogliride) . A-4166^<?)^ ^-^^ V >'^r^.-(SB 
^J;9)^'n^:^5.;v (clomoxir) . ^h^^->;u (etomoxir) m<ommmm<m 
mM;iO)^y^W-;i^ (midaglizole) . K-;i. (isaglidole) , r 

V^V K-;i^ (deriglidole) . ^ (idazoxan) . J^ru^^^ (ear 

oxan) . yjW-^XJ^^:^ (fluparoxan) ^<^)A2T>^ rf-^^ h ;ii)if:^-iJ. (bio 
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ta) ^ LP-100> kf K (novarapid) , insulin detemir^ 'f>X';>'Uyn 

(insulin lispro) ^ insulin glargine^ ^^^.V ^M^^ Lys-Pro-'f 
>>^V>. GLP-1 (73-7) . GLP1T5 K (7-36) ^(D^O XV > tfzit^ > 
> 5 -r y ^ X ; 12) J T -501. y r V ^ V*-;!^ (fargl itazar) ^<D^^ 
^rWVyVt> ; 13)CLX-0940. GW-1536. GW-1929. Gff-2433> KRP-297. L-7 
96449. LR-902^sy'^B219994^<^ PPARa/y^SlTri'-Xh mi)^mn^h^^o 
[0 13 0] 

oil/A (colesevelem) . rr W;^-^.-}^— (colestipol) . ^Mt*^>^ h 7 
vr;v^;VT^ y r;v^;i/^^#:, (Colestid^^i^^) , nnix 

h (LoCholest:^^]^^) . ^ji-X h > (Quest ran^^^ll) ^(T^MH-MlE 
TOii^J;2)T^;^/^'XiJ'^>' (atorvastatin) . -^^/^T^i^^y (itavastati 
n) . y)Vj^X^^y (fluvastatin) . ny\*>^^^>/ (lovastatin) . y^/N*;^ 
(pravastatin) . /n'X iJ^-^:^ (rivastatin) . u 7.^^:7. (rosuv 
astatin) . Vy^^Ts^^y (simvastatin) . Z D- 4 5 2 2 ^<7)HMG-C o 

Amjmmmmm ; 3) hm g - c o A^mmn ; 4) ;^ > -;v'jc;^ ^ - 

'>>;^T-n-;V. ::^7-u-}V^)Vaiy Ji-tff-^^ (ezetimibe) ^OnV^^ 
•rn-;V^JRRa#5§iJ ; 5)T/f'>^^ (avasimibe) . J^yjVl^^^ (eflucimibe 
) . KY-505. SMP-709^<7)Tv;i'nj:->Hf'f AArJl/X-rn-;i.Tv;i/^#0^ 
lffl*3^J ; 6)JTT705. (torcetrapib) . CP532632. BAY-63-2149, 

SC-591> SC-795^0CETPffl#5^J ; 7)y^iJ''7V>'^^ia#^K 8)ynrn-;^ 

(gemcabene) . > "7 ^ T'n (gemfibrozil) . GW-7647. BM-170744. LY 
-518674> y^fVy^m^mi^ m^\trYu^ K (Atromid^g^^;^) . u}d 

K (Lopid^^^^) . h';3-;v (Tricor^g^^;^^) ] ^<^)P PAR «Trr 
-X h ; 10)GW-4064. SR-103912^(7)FXR V-fe7'i5^-T>i5' h ; ll)GW39 

65> T9013137> XTC0-179628^<7) L X R l^-t 7"^ - T ;^ b ; 12) •:^ ^ T v V 
^Oi;.-K'/nx^>'^^^#^J ; 13)l^^>-T>>^:^x^v>mffiW^J ; 14)5 
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2003-143398 y^-^:^^ 

^^nv'-AtthU^V-ti; ™^M#^J ; 15)BARA1453. SC435. PHA384640. S-4 
35. m7706m(7)mnmW^mmM ; 16)GW501516. GW590735^0 P P a R a T 
rr^Xh ;17)VV^V^ V V^m.mm\ ; 18)LAB687. CP346086^<7)MT T P M 

[0 13 1] 

. v-'^'nn^^^^ K. l^Kn-7;i.:tn^TvK. (indapamide) 
. liKn^Dnf-T^/K^C7>^T':^K^;y^^^K (bumetanide) . ^-^-^ i; 
-y^'^ (ethacrynic acid) . •7n-fc^ K, h;Hr5 K^o;!^-^"^^ ^^n 

;i.K;^T-n>T>iJ'=i-xh^^<59flj^^j;2)T-tyhn^;l. (acebutolol) . 
T7^yn~;K -<^Vn-;i. (betaxolol) . ^/sr>hn^;v (bevantolol) . 
lfyrnn-;i. (bisoprolol) . .i^e>'Kn-;i. (bopindolol) . 

(carteolol) . ij)V^Vu^)V (carvedilol) . ^ruynn^;v (celiprolo 
1) , JU7.^u-)\, (esmolol) . ^^TJU-jx. (indenolol) . ^^^nn- 

(metaprolol) . >:hKn-;u (nadolol) . t:%i.'n-;i. (nebivolol) . ^> 
-^yu-ii^ (penbutolol) , \i>Yu-)V^ «/n/NVD-;u, y^n_;^^ 
iJ'hn-;!. (tertatolol) , ^i;vn-;i. (tilisolol) . f-^n -;i,^<7) ^ - 
TK^-^V:^-/n<;/:^;-;3)TAn>^lf> (amlodipine) . T^-i/tf> (aran 
idipine) , r^)\^=.V\i> (azelnidipine) . v'li'v (bamidipine) . 

-<=.Vyi.y (benidipine) . -<'ir^)-J)\. (bepridil) . v-^;^:^^tf> (cinaldip 
ine) . ^VMVMy (clevidipine) . V)\^^r^A (diltiazem) , :x.it^=.V 
^> (efonidipine) . 7a.Dv'tf> (felodipine) . ifu^^^)V (gallopamil 
) . ^C^^'Jyiy (isradipine) . 7vv'tf> (lacidipine) . l/5;U>?tf> ( 
lemildipine) . V)Vij=.V\£y (lercanidipine) . =.ij)WJ}£> (nicardipin 
e) , (nifedipine) . ^)V^'TV\£y (nilvadipine) . :^^7'\£ 

> (nimodepine) . (nisoldipine) , ^YVV\d> (nitrendipin 
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e) ^ V— -ytf^ (manidipine) > "fy^-Vyiy (pranidipine) s >'^^>'n*^;1' ( 
verapamil) ^<r>ij L.'f-^l/ ^^)'\/~/u y ij ^ \ /C)-^^^-^-^) )'\/^ ii'fY-f 

v-^-ifyV (cilazapril) ^ "T^-f^)))^ (delapril) . 
•7tvyy'';;u (fosinopril) . ^X^-f'^)}^^ n i/ y> -f^) )\/^ )U 

(moexipril) ^ ^-^-fV)]^ (quinapril) , ^t-T^V 7 b (quinaprilat) ^ 
^ 5 "T"'; (ramipril) . > VfV ;V (perindopril) , > KnT^'j ;v 

(perindropri) ^ (quanipril) . X\£y-f^))V (spirapril) , r- 

yffVJl^ (tenocapril) , Vy-fV (trandolapril) > W :l. J •f'') 

;v (zofenopril) ^OT^v^^tT" Vv>^g|^^ifflW^:5):^-•7y^• > i; ^ h (o 
mapatrilat) . Ij h U ;V (cadoxatril) ^ ai:^? K h V 7 ;j- K h V ;i/ 

(fosidotril) ^ ^y^-^\^)=7V y (sampatrilat) > AVE7688^ ER4030^<7)4«'r4 
ai-^K^T^f-^— t71«J;6)-ry-fe>t5'>' (tezosentan) , A308165> YM62899 

^;i/^^^-;Ui5' u^)V^y^ y'^y^jU^y (pratosartan) . ^v^)\y^y 

(tasosartan) ^ f- ^ > (telmisartan) ^ >^ EXP-3137> F 

I6828K. RM6270^<OT>v':^--r>5^>IlMtn;^ ; 9)^7^9 vn--;i/, Tu^y 
n-;^, T-=e>^^n-;v^<^ff //yST KV-^V yyu vij- ; 10)^^ 
•^^Ifv^^v (urapidil) ^ y^Vv^, 7*"^v*v>, hV^Vv^, K^-9-V*v 
h > < >> WHIP164. XEN010^<7) a 1 yn ; n) n 

■7i^'>v> (lofexidine) , ^T^~v> (tiamenidine) > «=E^y-t/> (m 
oxonidine) > i;^p«->^> (rilmenidine) ^ ^TJ^^X (guanobenz) 
a 2 T3'-;^ h ; i2)T;i' Kx-r n ^pirgi^j^^s^^if f>ti-;g.o 
10 13 2] 

±fB MEP^J i:L-C{i, 'B^;if?l)/N'n-t^> (paroxetine) . y;!/:^-^-^ 
(fluoxetine) . y 3.yy li^'yW (fenfluramine) > > (fl 

uvoxamine) ^ ^)\^\y^)y (sertral ine) > 4 ^ 7"^ 5 y^cD 5 H T (-t n > ^ 
y)\yy7. ; 2)GW320659, T^^ -fy^y. 9 y ^ a (talsu 

pram) , ^ 5 "7 ^ > v>^Oy ;l'aie;^"7 U >' h 7 -ia#5^J ; 3) V * 
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■^-^^^KSanofi Synthelabo). SR-147778(Sanof i Synthelabo). BAY-65-2520( 
^UJ^Jl^). SLV-319(y;l.-<^). 'eoffeUSP5.532,237. USP4. 973, 587. USP5.013 
,837. USPS. 081. 122. USPS. 112, 820. USPS, 292. 736. USPS. 624. 941. USP6. 028.0 
84. W096/33159. W098/3376S. W098/43636. W098/4363S. WOOl/09120. WOOl/963 
30. W098/31227. W098/41S19. W098/37061. W000/I0967. WOOO/10968. W097/290 
79. W099/02499. WOOl/58869. W002/076949. WOOl/64632. WOOl/64633. WOOl/64 
634. W003/006007. m03/007B87Rm?-65S546i>zmmt'^mm<Oij y-f-lf y ^ K 
1^##1 (CB-1) T>^n-^xh/^>M-;^T:j'^:^h ;4)W001/873S5. WO 

lH^5^v*-;i.-4-'i';W N- {^>y^^)p) 

^>-:/'ueyV (clobenpropit) . 3 - Vy a^yyu \f y ]^ ^ 4^y°u^i^yj:. 

GT2395. A331440. W002/lS90StC^^<t:^%, 0-[3-(lH-^ ^ ^V-4-.r ^ 
n.NV ^y^y - Z^>^mii 3 ^mi^T >^d'^XY (Lazewska 

, D. et al., Pharmazie, 56:927-32 (2001). ^>Vy sc. y >mmi^(Sasse, A. 
et al.. Arch. Pharm. (Weinheim) 334:45-52 (2001)). Um-y 
^ - h (Reidemeister. S. et al., Pharmazie. 55:83-6(2000)). y'u^i^yj^ 
>'M^#(Sasse. A. et al., J. Med. Chem. .43: 3335-43 (2000))^ <7)li>^ ^ 
(H3) T>^=r:=.xhX^>^^^:^T=fs^:^h ;6)T-226296(Takeda). SNAP-7 
941 (Synaptic). -e-O«001/82925. WOOl/87834. W002/051809. W002/06245. WO 
02/076929. W002/076947. W002/04433. W002/51809. W002/083134. W002/094799 
. W003/0040272^?7#gg2001-226269-^tC§a^<7)>fb^ty^OMC H -lRT>^=f 
V ;7)MCli-2RT::f:=.:^hyr>^=f:=.:;^ y ; 8) 3 -^5^ nn-5-(i_(6-[ 
2-(5-J^^;i^-4-^ ^;v-^T^r-;i'-2-^ ;v)-a^^;i']-4-«=e;i/.i. i; ^;i.-4-^ ji..^^ 
i; z; >_2-^ ;i.r 5 y )-^^;v) 7 ^ :^ jw^ ^ y \£)V3uy^v-}V. B 
IBP3226. BIB03304. LY-357897. CP-671906. GI-264879. ^O'flfeUSP6001836. WO 
96/14307. WOOl/23387. W099/51600. WOOl/85690. WOOl/85098. W001/85173:?5:CF 
W001/89528tCBg^<b^^^^ONP Y 1 T^-^n-^;^ ^ ; 9)L-152804. GW-569180A 
. GW-594884A. GW-587081X. GW-548118X. FR235,208. E?226928. FR240662. FR2 
52384. 1229U91. GI-264879A. CGP71683A. LY-377897. LY366377. PD-160170. S 
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R-120562A. SR-120819A> JCF-104. H409/22. -?-<^^tfeUSP6, 140.354. USP6.191.16 
0. USP6,258,837. USP6. 313, 298. USP6. 337, 332. USP6. 329, 395. USP340.683. U 
SP6.326.375. USP6. 329, 395. USP6, 337. 332. USPS. 335, 345. EP-01010691. EP-0 
1044970. W097/19682. W097/20820. W097/20821. W097/20822. W097/20823. W09 
8/27063. WOOO/107409. WOOO/185714. WOOO/185730. WOOO/64880. WOOO/68197. 
WOOO/69849. WOOl/09120. WOOl/14376. WOOl/85714. WOl/85730. WOOl/07409. W 
001/02379. WOOl/02379. WOOl/23388. WOOl/23389. WOOl/44201. WOOl/62737. W 
001/62738. WOOl/09120. W002/20488. W002/22592. W002/48152. W002/49648. W 
002/094789:S.mionDan et al.. J. Med. Chem. 43:4288-4312 (2000) tcgg^<75'fb 
^%^<^NP Y 5 r a-j^X > ; 10) k Mamx. I- (PEG-OB. Hoffman La 
Roche). m.^^^^:t:=.)V]y:f^Z^(TAy>)^<D\yf^> ; 11)USP5. 552, 524 
. USP5,552,523. USP5, 552, 522. USP5, 521, 283. W096/23513. W096/23514. W096 
/23515. W096/23516. W096/23517. W096/23518. W096/23519;5.CMr096/23520iw^ 
Wiit^^^<0 V ymm^ ; 12) ± ;V ^ 7 a. > (Revex^^m^^) . 

Y v^v >. "^n^ V h v^y W000/21509or?i^'fk'^4^^co^ 

kft^ Yryd^:f=.7. h ; 13)SB-334867A. 'eO'fMOOl/96302. WOOl/68609. WOO 
2/51232. W002/518382^ i:>m3/023561 K WiTr^it^m^'D ^l^^i^>T> ^=-7. 
Y ; U):^Z^-^z^>^mi^^'r^^:f3r=r::.:^ h ; 15)AR-R15849. GI-181771. 
JMV-180. A-71378. A-71623. SR-146131. ^(7ymS?-5739mKmm\:^^m<D 
nUi^:^V^^>A (CCK-A) T^r^XY ; 16)01-181771 (Glaxo-SmithKline). S 
R146131(Sanofi Synthelabo). r^}£>r4 K (butabindide) . PD170,292. PD 
149164(77-^ •f-)^(^CNTF(ciliary neurotrophic factors) ; 17)axokine(Reg 
eneron). 'e<^«94/09134. W098/22128. m9m3813\,zm7j<<D^t^(^m<DCmF 
i|##:;18)NN703. (hexarelin) . MK-0677. SM-130686. CP-424,3 

91. 1^692,429. L-163,255. USP6358951. T ^ V :*#t1^JtmM#^2002/049196 
. IBI2002/022637. WOOl/56592. W002/32888tcP§^0>ffc'^tr^<O^S.i^;i^*>'^ 
m^m^T=r-:^Y;l9)Bm33. DPCA37215. II{264. PNU22394. WAY161503. R-1 
065. YM348. -eomUSP3,914,250. W002/36596. W002/48124. W002/10169. WOOl 
/66548. W002/44152. W002/51844. W002/40456;5.l>*W002/40457lr§g^O>fb-a-i^^ 
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; 21) CHIR86036 (Chiron), ME-10142, ME-10145(Melacure) . -€-O'ft!iW099/64002, W 
000/74679. WOOl/991752. WOOl/74844. WOOI/70708. WOOl/70337. WOOl/91752. 
W002/059095. W002/059107. W002/059108. W002/059117. W002/12166. W002/117 
15. W002/12178. W002/15909. W002/068387, W002/068388, W002/067869. W003/ 
007949^l>TF003/009847tC|g^Ofb^tf^<^^ yJn)V^yA $##:r h ; 

22) v-r h ^ ^ > {^^ri&iz^mmm/^e&nctii^mmmmxf^(Dii^ ^<Dms?A, 

746,680. USP4.806.570. USPS. 436. 272. V :^#^JtttiM#-^2002/0006964 
. W001/27068Sai7001/6234Ucr^^<7>i|^^^O-=ey r 5 >B:miRffi«:^J;23)7- 
#v7i>'7;i'^5> (dexfenfluramine) . y }\^-^ X^-f-y (fluoxetine) . ^ 
O^USP6. 365. 633. W001/27060:?^ 0^1^001/16234111^^0 -fen Y^^mL^Th^ 
M#^J;24) ^^)Vij-=fy'i^^':r^ K l (glucagon-l ike peptidel) T rf-Ti h ;25) 
Mi°7 ^ ^ h (Topiramate) (Topimax^^lS^) ;26) 7 ^ h "7 T-Ajt^m57 (p 
hytopham) (Mxf^. CP644,673):27)T-fe^;VC o A^;V.i^'i^v7— b'2 (ACC2 
) m#^J;28)AD9677/rAK677(^B^^^/^H^°)^ CL-316.243. SB418790. B 
RL-37344. L-796568. BMS-196085. BRI^35135A. CGP12177A. BTA-243. W427353 
. Mx:*KV> (Trecadrine) . ZenecaD7114. SR59119A. '?-O>f&USP5705515. U 
SP5451677. W001/747823^D«W002/32897. izm^sjt^l^^a) ^ y VUi-V > 
iJ' - 3 T 3- - ;^ h ; 29) V T V ^* i; ^ n - r >- ;V h 9 > ^ -7 a: 7 ^ 1 
;30) V T v;v^' -t n -;i.r h ^ > X 7 3. ^ -^f 2 ja#^J;31) 
(Cerulenin). C75m<7)mmW^^mmmM;32)y-tyiV>. ^>h^v7^l.> 
(pentoxifylline) . (zaprinast) . i^)VTi-y ^ )}. (sildenafi 

1) . T^Vyy (amrinone) . ^ ;v 7 > (milrinone). v;u;^^^K (cilost 
amide) . n^T^^A (rolipram) . RZ/i.u-9:^h (cilomilast) ^O.i.^ 
.i.v^X7-7— lfM$^J;32)KB-2611(KaroBioBMS). ^<OflfeW002/15845. #P^200 
0-256190lc^^<^'fb^tr^<^-9-'fn>f K^^;^^>' Trf- x h ;33)7^ ^J^^^^ 
> 4-[(E)-2-(5,6.7.8-xh^fc Kn-5,5.8.8-xh77^;i.-2-'^7^^-;^)_l_ 
7'n^z.;^]^m#^(™>B). U^y^y^^ (retinoic acid) . ^O^W099/ 
00123Km7r^<O^t^^m<Dy 4 i.:=,y (phytanic acid) :34) ^ U:^ ^ 
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yu>, ^(Djf!s.del Mar-Grasa, M. et al.. Obesity Research, 9:202-9 (2001) 

M36)BVT3498> BVT2733. -eO'ftilWOOl/gOOgK WOOl/90090. W001/90092tcr?i^'fb 
^m^<Dll-/3\^ Kn^v^^T-n^ Kx'li K^y:^--t' l Mia#^iJ;37)XxT U 
c o AMMmM 1 (stearoyl-CoA desaturase-1) :38) -f V n >f v >^ T 
V'UvK (isoleucine thiazolidide) . /n*'; > t?n U v' K (valine pyrrol idid 
e) . NVP-DPP728. AF237. P93/01. TSL225. TMC-2V2B/2C. FE999011, P9310/K3 
64. VIP0177. SDZ274-444. '?-<O»03/004498. W003/004496, EP1258476. W002 
/083128. W002/062764. W003/000250. W003/002530. W003/002531. W003/002553 
. W003/002593. W003/00018025.C>'W003/000181lcr^^O>fb'^tJ^<7) v^T'f- 

. Tritonm339. RHC80267. VTy^^^y, y^^^^^zuy (tea saponin) . ^ 
a:^;l.e,>.^i;-7^,;;^,^;^^^_|, (diethylumbell if eryl phosphate) . FL- 
386. WAY-121898. Bay-N-3176. ^-^V^^Y^ (vali lactone) . aL^y^^i,>(e 
steracin). jl^^ ^ y y a (ebe lactone A) . J^^9i^h>B (ebelactoneB) 
> RHC80267. '?-O«01/77094, USP4. 598. 089> ySP4. 452, 813> USPS, 512. 565. 
USP5,391,571. USP5.602,151. USP4. 405, 644. USP4, 189,438:RmJSP4,242,453tC 

m^(olt^!^^<D ^N'-- If |5i»J:39)jiiJ3sm h 7 yx^- ^-mmM;40) Vij )v 

[0 13 3] 

^MiisL^mmm^^ h^^^mij^h ^^:k>i mx\t 2 m.\!).±.<7>mn t m.^^i:>'t 
m^Mx.^^ tizxi). ^mm^^^ i> ^x^xm^mB.(7)^^xitmmizmmx 

[0 13 4] 
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iitmLfzo -TXX^^ h;KiJiV'i^ hn;^-7'^'f -r:^->{biS (ESI) T- 

[0 13 5] 

##M1 

i-^-^;v-7- (6--hn-2-^yi;-;^) -2-^^y-i, 7-vt 
^fxen [4, 4] 

(1) V7'ne;VT5 > (12ml) <^THF (2 0 0ml) mWOiZ^ tK?^ 
T^ n-y^^W^^A (2. 6M-^^+i->j#?g, 3 2ml) ^tu^. mi^X- 

2 06^mmwi.fzo svKi^m^ik. i- (tert-r^;v) 3- 

^{•f-;^ 1, 3 -enU>?>v*:^;;i/.-K^v V- h (13. 0 g) <^)THF?#^ ( 

3 0ml) =Sr?gTL> ISIzST' 1 B#r^ti#L;to •^iC'/^TMJc'TSlCT V ;i'-7'n 5 K ( 

10ml) ^M^. - 7 8 r-e 1 mm. m^zm^x i ^rati^ii tf^o 

^^■9-> : i^mj^-^;i/= 1 5 : 1) 1- (t e r t-r^)V) 3-^^ 

;i' 3-T';;v-i, s-tfni; h 3 g) ^^^^ 

(2) JilB (1) T-#f>tL/i<b'^t; (13. 3 g. 4 9mmo 1 ) COTHF-^ 
^y-;!/ (50ml-50ml) mWiK 4 NTKm^fb"^ h ^ J^imWi (20ml 
) =£rSnx.. 5 ortrl^Fsm^L/^o SJSfS^ 5Nmm7X?#^S-C4'fnL. ^nn 

(10 0ml) tc^lSL. m^?SiC7i-;^5}^>;s^l; ;l/T v K (1 
3. 5g) , hi;jc^;i.T^> (6. 9ml) ^UU^. S OVX immimi^tz 

o ^v>T.s:f&Ti^tc^;/>^;i/T;v=r-;v (6. 6ml) 1 0 ovx—mmw 

'^^•^-v :I^m^-f-;u=6 : 1) ii#u tert->^^;i/ 3-T';;v-3- 
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13. Og) ^Mi^m^f^tLxnfzo 

(3) ±15 (2) X-ntz^t^^ (10. 2 g) OTHF (13 0ml) mmzy^ 
^T. 9-BBN (2M-TEFmm. 113ml) ^iJU^.M^X-fimWl^tz 
o Mtc, ^Sf^tCTKJtT. (2ml) , 3 Nym^ti- h ^) M^^mm 

(2 0ml) . 3 0 %it^>fb7jc^7K (2 0ml) ^M^iOx.. ^yUT' 3 Bfr^m^^l^ 

/Zo W^tifzm^^:^'7Airu^hVyy^- {^^^r^y : f^^aif=-;i.= 3 : 2 
) t'#U t e r t-r^Jl- 3- [ (^>i^}U:t^>') T^y- 
3- (3-11 Kn^vrne;v) - 1 -}^u ^} -j^:^ }. (7. gg 

(4) ±IS (3) xmzit^m (3. 2g) <^DMF (3 0ml) mmiZj^T 
. ^ 5 (860m g), tert - n n > (1 . 

5g) s:jnx.> ^za-e4B#rBm^|iL7^co Kmmi>z7K^m^. ^m^^^j^^xmrnL 

F (3 0ml) IC^^iL. ^^^^mi^T. TK^ffc-^hU^A (6 0%#A4^. 5 

oomg) ^jDx.. mi^ximmm^Lfzo mzKj:&mi,z3-v:i^> d. 3 
THF?§?g. 1 5ml) ^m^. ^uximmmwLfzo KizKBmizmmuit 

y : I^^a.^;v=3 : 2) tc#U tert 3 - [ [ (-^>i^*;P;^i^ 
v) (^■f-;v) r^y] -3- (3 - 1 Kn^^yn tf;v) -i_ 

(5) ir^^^))Vi7u^^ K (1. 5ml) 0:^<bp<f^V> (1 0 0ml) mW. 
8t:tCJt4PL/im> DMSO (1. 5ml) ^M^nU.X 3 0 ^mWi^fz 
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o m^^xmmmi,z±u (4) -cmzit-k^ (3. 4g) (omt^^i^y (i sm 

1) ^?iSSr7iTL, h';a:.^;l.T^> (7ml) t:mk.m.i^X- im^W^Lfzo 

m^mimmi- v v ^Axnmm. m&rx-mmLtio mmt: t e r t -r^y 
-)^:i^mm (75%. 2 0 0ml) izmmu mmmizymr. 2-^^;v-2 
-T^T-:^ (4. 5ml) . ^) >m~yKmi- h A (2. og) . m^mmi-v 

U-i/A (2. 8g) ^M^iJn^. ^S-eiNFP«W4^LfCo KJZ^mizmmimtT y 

S.TXm^LfCo n,m.^y^y-)V (3 0ml) tC^H^L. ^^WiKY^) 
'y'))VVr^/:^^>-^^^ymWL {2M-^^^Z^^^, 20ml) ^iDx.^ 

:^m.^^)V=5 : 1) izj-^L. tert-"7'f-;v 3- ( [ (^:^v 
;i'^#v) (p{^;w) r^y) -3- ( 3 - ^ h ^v- 3 i^y 

7-01::";^) -l-trn';>^:^:^7;i.>}e^S^lx-h (3. 2 g) ^M^mmutLX 

(6) ±fB (5) Xntzjt^^ (1. 0 g) <7)^^y-;i. (3 0ml) 

(2 0 0mg) ^}&nx.. :^mW^mMT^i^X2WmimLfZo K 

X'2mmimLfZo 4Nmm-v:t^^>^?^ (2 Om 

1) ^m^M^XZmmmWLfzo Kl^^mt:mJ±^^Lfz^A. ^MtC2-i?nn 
-e-^hn^yy^ (6 2 0mg) , MM^V^A (8 3 0mg) . -fv^u 
^NV-;i/ (2 0ml) ^m^. nhtitzU^m^ 1 0 OX:x--\^mWLfZo KJB 

. mm^t"^!^ (7 4 0mg) =^|t^@>*t t-C#/io 
ESI -MS Found :m/z 3 2 7 [M+H] + 
[0 13 6] 

##M2 

7-^-^;l'-2- (6---hn-2-^y';^;i^) -8-:t^V-2, 7-vT 
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^-i^ : 54/ 



Hf>^en [4, 4] 

(1) 3-H"n';v^/-;V (4. 0 g) <Dz^^:^^^>-yi(. (1 0 I 1. 50ml 

h (10. 9 g) (Di^^^^y (2 0ml) mm^mrLfzo 5t:-ei 

ifnijv^ (6. 6g) ^mM'^mi^t LX^Zo 

(2) ±m (1) xmzlt^m (6. 3 g) thVJ^^Jl^r<> (2e. Sml 
) ODMSO (8 7ml) ?#7g[Sr 1 0 mj^SP U t? U v^^Hm^fb^^m (1 

1. 3g) ^M^fzo miMLxm^mnLfz^ik. KJi^mzTK^m^i^i^uu^^y 

%hKfz^^^'i/'^)i3Y)Vij'7M,^u^Yif'7'7 ^ — {^^"^y : t^^a:f^;i/= 

3:2-2:3) tC#L, 1- (p hn^>'v?;V:j-i|rv:*;W^i^*— ;v) - 3- 
tfni; vV> (4. 5 g) *t#7to 

1 H-NMR (300 MHz, CDC13, ^ppm) :2. 65 (2H. m) 
, 3. 88 (4H, m) , 5. 24 (2H, s) , 7. 53 (2H, d, J = 7 
. 5Hz) , 8. 22 (2H, d, J = 7. 5Hz) . 

(3) ymiti- y ^ 2^ {e>o%m^, 1. 6g) >&THF (5 0m) Kmm^ 

ortii'^iPLT^ro MM^^lchi;^^;v.i^;^>}.yT-bT-~h (9. 7 g) O 
THF (lOml) ^^^1 ormr-eigTLy^io 0 ~ 5 ■CT-3 O^P^m^tfc 
m> RlJ:»?i£tc±fS (2) -C#f^'fb'^tf (3. 5 g) <^THF (1 OmI) mWi'k 

1 ormTT^-iTtfco m?a-e4B#r«^|JL/cm. KJ^mz7}^^M^^ -^eet^ 
^^i^^2^xn,m^. mm^m&-rm^Lfzo nt^ivfzmm^i^vijrji^ij^M. 

^u-^V^^y (^^-9-> :S^m^f-^i'=4 : 1 ~3 : 2) ti#L^ P-- 
hn^>'7;w 3- ( 2 > ^ 2 V Ji^;v) -3- (^hn^^;v 
) - 1 -Ifni; v?>:^;i^>jfc^i.l^- }> (4. 2 g) ^#7^0 
1 H-NMR (3 00MHz, CDC13, 5ppm) :i. 28 (3H, t. 
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J=7. 5Hz) , 2. 73 (IH, m) , 3 . 1 9 (2H, m) . 3. 65 ( 
IH, m), 4. 14 (2H, q, J = 7. 5Hz), 4. 21 (2H. brs 
) , 5. 21 (2H, s) , 5. 67 (IH, m) , 7. 52 (2H, d, J = 
7. 5Hz) , 8. 22 (2H, d, J = 7. 5Hz) . 

(4) Jilfi (3) X-ntiit^^ (3. 9 g) 0::^hn^^> (16 0ml) mWi 
iZl, 1, 3, 3-r-h7;<^)l^Vr^V> (0. 8ml) ^^Dx.. II-^MM 

^-f- (^^-9-> : pm-3i^>'i'=4 : 1-3 : 2) ^c#L. p-^hn^>v;v 

3- (2 h^v- 2 -:^^VJc:^;V) -3^ (^Vu^^jV) -i-^n 

V>^>:*;v>K^vV-h (1. 3 7g) ^mzo 

1 H-NMR (300MHz, CDC13, 5ppm) :i. 28 (3H, t, 
J=7. 5Hz) , 2. 04 (2H, m) , 2. 63 (2H, m) , 3. 60 ( 
4H, m) , 4. 18 (2H, q, J = 7. 5Hz) , 4. 70 (2H, m) , 
5. 21 (2H, s) , 7. 51 (2H, d, J = 7. 5Hz) , 8. 22 (2 
H, d, J = 7. 5 H z) . 

(5) ±m (4) X-^fzit^m (5 0 0mg) <7) 5 0 % ?i ^ y - ^Vyl^^Wi (8 0 
ml) izWi^ (4 2 5mg) i3 ^ zrm.itr > ^ ^ ^ 2^ (8 1 5mg) 0 

mmrm^L. r-th> (2 0mi) ^m^. ±^m^ri7>7^-i^3>KXi) 
m^Lfzo mmizBUF (2 0mi) ^uuK.'ty-fhxmMLfzo ^m^mj±T 
mmu 3-t^y-2, 7-i?T^':^\£u [4, 4] j^^^^fzo ^^^m 
^^•r\vA(OKiB\,z.m\^^fzo 

(6) ±fS (5) xnfzit^m<D'DMF (10ml) tc^^j^tc, 2-i^nn-6 
-::^hndr/V> (2 5 0mg) :te «fc D^^^M:^ A (2 4 8mg) ^SOx 9 0 

"CT-f^^^M^i^LTto '^m^m&.T^^L. ^hfifz-mm:^^y')i3y)Vij^j^^u 

^Y^^y^- (:J'nn>j^;i'A : i 0:1) lc#L. 2- (6-^ 

hn-2-^y';-;v) -8-^^y-2. 7-vT-r;^en [4, 4] yi-y 
(4 4mg) ^mzo 

IH-NMR (3 0 0MHz, CDC13, ^ p p m) 12. 17 (IH, d, 

tbiE#2 0 0 4-3 0 5 4 4 2 9 
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J=8. 3Hz). 2. 21 (IH, d, J=8. 3Hz), 2. 43 (IH, 

d, J = 15Hz), 2. 51 (IH, d, J = 15H2), 3. 41 (1 H, 

d, J = llHz), 3. 47 (IH, d, J = llHz), 3. 73 (4H, 
m) , 6. 82 (IH, d, J = 8. 2Hz) , 7. 68 (IH, d. J = 9. 

0 Hz) . 7. 97 (IH, d, J = 9. 0 H z ) , 8 . 3 1 ( 1 H, d d 

, J = 8. 2, 2. 2Hz), 8. 55 (IH, d, J = 2. 2Hz). 
ESI -MS Found : m/z 313 [M+H] + 

(7) ±m (6) x-mzit^m (4 4mg) ODMF (4ml) mwnizmm^m 

T. :^miti-VV^A (6 0%yft)bc. 17mg) i:m^Mi^X2 S^m^WLfz 
o RmmKB^it^^Jl^ (9 9mg) ODMF (1ml) mm^Mx. 3 O-^frnm 
WLfZo ^v>TSjSfSiC7X*:tinx.^ ^ n n;J;;vA-^ y — (i o : 1) 

T^io #^>tL7^:^t^^^ryw^•^•7■'f :rTLC (^uu^)va : ^i5^y-;v=io : 

1) KUL. mm^t^^ (2 7mg) ^#fCo 

IH-NMR (3 0 0MHz, CDC13, ^ p p m) :2. 14 (IH, d, 
J = 8. 3Hz), 2. 18 (IH, d. J=8. 3Hz), 2. 49 (I H, 
d, J = 15Hz), 2. 56 (IH, d, J = 15Hz), 2. 81 (3H, 
s), 3. 39 (IH, d, J = llHz), 3. 55 (IH, d, J = ll 
Hz) , 3. 75 (4H, m) , 6. 79 (IH, d, J = 8. 2Hz) , 
7. 65 (IH. d, J = 9. OHz) , 7. 95 (IH, d, J = 9. OHz 
) , 8. 2 8 (IH, dd, J = 8. 2, 2, 2Hz) , 8. 5 1 (IH, d, 
J = 2. 2Hz) . 

ESI -MS Found : m/ z 3 2 7 [M+H] + 

[0 13 7] 
##^J3 

(3R) -N-^-^;v-N- [1- (6 hn-2 -^y;^;]/) -3-en 

(1) (3R) - (-) -l-^>y;i,_3_ (^^fi^y^y^ }£uVi^> (2 
0. Og) <OfV^\^Vuy<7> (200ml) h U ^^;VT ^ > (2 9 
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fzo nm:K4mm-Mm^^^\^mm (29. omi) ^inx. ^ctz^^^^^ 

^)\^ (3R) -N- (1— <>v';i.-3-eni;v-;i.) -^^ 
-YWm. (2 4. 2g) ^e^^B^Bi:LT#7to 
ESI -MS Found: z 2 3 5 [M+H] + 

(2) _LIS (1) TWc-fb^t? (2 2. 0 g) o^^j^jv (2 2 5ml) 
tcM^#H^Tl 0%/^•^>^^AM^ (7. 2g) >^Jnx. 1 ^ffi<7)7jc^^H^ 

^-f ^^«^!iL. M£EMLfCo ^^t?^|g;^Lt e r t-r^;V (3R) -n- 
{^-\£u^)V-)V) '^)W^^--ymmm. (15. 9g) ^e-feM 

ESI —MS Found: m/ z 201 [M+H] + 

(3) 2-^nn-6-^hnT^y^y >;> (7. 1 3 g) ODMF (110 

ml) mmzmmij^)^A (14. 2g) rxj^±^ (2) -eifTtft-^t? (s. 9 

0 g) =£:inx.> 9 Q'X:\.Zxm.m^l.fZo KmmziK (4 0 0ml) ^^jpx.. ^ 
C/^^^^MitLfCo ^^ty=^^'^L. t e r t-^f-;V (3R) -n-><^;i. 
-N- [1- (6-^hn-2-^y V::^;!.) - 3 - if n V 5&;wsf^^ 
^ (11. 4g) ^m^^H^Ht LT^ff^Co 
ESI -MS Found :m/z 2 7 3 [M+H] + 

(4) _hfB (3) Xntzit^m (11. 2 g) ^y^jyjv^u^m (110ml 

) 2 o^TO#L7to Kmm^m.mmm^ik. nmz2^im.it±v^) 

. mimmi- Y ^) ^ Ax^mk. m.m-rmmLfzo nm<D^uu^.)VA (e om 

I) mm.\zox:\.zxy^)aL^)vr^> (S. 4ml) 2^W^Vyr-^i;;i.^ni; k 
(3. 8 ml) ^mx.. IB^W^L^/Co ^S^tC^mTK^t-hV-t/ATfc^^^jnx. 
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^nn.-i.;i.A:.^^y^;i,= 9 5/5^ U ^Sfk^t, ( 1 0 . 3 g) 

ESI -MS Found: m/ z 2 4 3 [M+H] + 

10 13 8] 
##M4 

, 4-d] r-t't:^ 
2- {t~rY^i.ij)vm=.)V) -6— <>v';i.T'5&;i.T'b Knii-nn [3 

d] r^fi-:.(cc7><t:^t^,i^ W09 9/4 0 0 7 0 L 

/^o) (6 8 0mg) ( 1 5 m I ) i^v. (500 

mg) *iD£7jc^^-^T (5 0 p s i) . ^ia-C^;^M^L7-. ..^c,^^^^ 

ml) li^^^U h';^f^;i.r^> (5 16mg) *5 i C>'T^r^;u^ n ^ ^ K ( 

2oomg) ^M^^ mMx^\mmm^\.fz. ^vsu^m\mm^y^)^2:.im 

'^hfLfzmm.^y^)-7)v^u^m (5ml) ^I^g^?^^^aT'2B#^^^L^^ 
m^Mi±Ti^*u ^^^DMF (lomi) mmz^m\.. mmmz2~^ 

nn-6 — hn^^^y (2 8 3mg) ^ X^TimMii ^) ^ J. (1. 1 7 g) ^ 

(4 2 4mg) =|-#7to 

ESI-MS Found:m/z 3 5 5 [M+H] + 
[0 13 9] 

(3R) -N-y^;t,-N- [1- (6-^hn-2~i^y.;-;^) _3_t,n 
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^--y : 59/ 



IH-NMR (3 0 0MHz, CDC13, ^ppm) :2. 0 5-2. 4 0 ( 
5H, m) , 2. 8 5-3. 0 5 (3 H, m) , 3. 40-4. 10 (4H, m 
), 4. 50-5. 55 (IH, m), 6. 75-6. 90 (IH, m), 7. 

6 0-7. 7 5 (IH, m) , 7. 9 0-8. 0 5 (IH, m) , 8. 20-8 
. 40 (IH, m) , 8. 5 0-8. 6 5 ( 1 H, m) . 

[0 14 0] 
##'fi?!l6 

(3R) -N-^-f^;v-N- [1- (6--hn-2-^y V-^V) -3-t:n 

IH-NMR (300 MHz, CDC13, ^ppm) 11. 10-1. 30 ( 
3H, m) , 2. 10-2. 60 (4H, m) , 2. 8 5-3. 0 5 (3 H, m 
). 3. 40-4. 10 (4H, m), 4. 50-5. 55 (IH, m), 6. 

7 5-6. 9 0 (IH, m) , 7. 6 0- 7. 7 5 (IH, m) . 7. 90-8 
. 05 (IH, m) , 8. 2 0-8. 4 0 (IH, m) , 8. 5 0-8. 6 5 ( 
IH, m) . 

[0 14 1] 
##M7 

(3R) -N-^^;v-N- [1- (6-- hn-2-^y';^;i/) -3-\£u 

IH-NMR (3 0 0MHz, CDC13, ,J p p m) 12. 15-2. 45 ( 
2H, m) , 2. 8 5-3. 0 0 (3H, m) , 3. 5 5-3. 7 5 (4H, m 
), 3. 80-4. 10 (2H, m), 4. 65-4. 80 (IH, m), 6. 
7 5-6. 9 0 (IH, m) , 7. 6 0-7. 7 5 (IH, m) , 7. 90-8 
. 05 (IH, m) , 8. 2 0-8. 3 5 ( 1 H, m) , 8. 5 0-8. 6 0 ( 
IH, m) . 
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[0 14 2] 

2- [^yyntfjv (^^)\.) T5y] -6--hD:^yi;> 
3-t^v-2, 7->^-THfxii°n [4, 4] y":^>^ft5bO^CN-1'v^^ 

r<>^m\^^^mimm}2- (e) tiwi^cLT. ^s^b-^t^ 

ESI -MS Found .* z 2 4 6 [M + H] + 
[0 14 3] 

N-2- Iji^ji^ (rh^H Kn-3-77-;v) T^y] -e-^hni^-yi; 

i-VT^y.\^u [4, 4] y^;^o<t^J)tcN-^^;i. ( 

ESI —MS Found : m/z 2 7 4 [M + H] + 

[0 14 4] 
##M1 0 

(3. 6 1 g) (D:x.^V>':f^)n^)l'V^^)V:x.--y^)V (15 0ml) mUK2 

yiim.i-\^)^2.imw. (loomi) 2ir>xh7^>^h';>7^^;i..i.x7^:- 
^N-^v^-^A (1. 4 2g) -^t^^^ ^ ^^^'-x ^nwm\^fzo Kl^^mzmii^ 

mwx^fzo wmm^ y ^ 2.x-mk^^. m&-rmm\^^ m.m\\.^m (3.66 

g) ^rS^^B^^ tT#7to 

ESI -MS Found :m/z 20 1 [M+H] + 
ESI -MS Found : m./ z 199 [M— H] — 
[0 14 5] 
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: 61/ 



##^J 1 1 

•7jc^;i/.i^n>^=Sr4-7;^:rn-7i~;V/-Kn>^tcftx.'&^1fe{i##i5!li o t 

ESI-MS Found :m/'z 219 [M+H] + 
ESI-MS Found Im/z 2 17 [M-H] - 

[0 14 6] 

1 2 

5- (3-"7;i/:^n7i-;v) if i; 5 >^>- 2 
7i^;VsKn>^=J:3-"7;i/;}-n'7a^:^;v.1fD>'ieiC'ftx.^'ftfc(i##Ml 0 i: 

ESI-MS Found:m/z 219 [M+H] + 
ESI -MS Found : m/z 217 [M-H] - 
[0 14 7] 

^»J1 

5- {A-y)Viruy 3^:=.)v) -n- [2- (1 2 -^^v- 1 , 7 
->^T"if;^kfi:r [4, 4] y^>-7-y()V) -6-^yi;-;v] -2-^';^ 

##M1 -etfbttf^ 1 7- (6 h n- 2 — ;u) - 2- 
:^^y-l. 7-vT-rxh°n [4, 4] y-^-> (80mg) <50^^^y-;U (5 
ml) (1 Omg) •^Mk.. 7K^#H^TMiaT- 1 

^tTto MS?^«r?i3§t^^«:^JE^*m. 5^S=£riJ'nn.i^;l'A (1 0ml) 
^ft? mmm^^^m l 1 1?# ^ tt;^c'fk'^tf ( 5 3 m g ) . h V j:.^;i^T ^ > 

(7 Qui). 2-i^nn-i, 3 -vVf^;i/-f ^ n ^ ^ K (4 1 

fzo 9A^n-T h^'^^^r — (^on^;i/A:^^y— ;i/=100 : 1 

) IC#L. ^M-ft-^t; (6 4mg) ^n^^m^tLXntZo 

IH-NMR (4 0 0MHz, CDC13, 5 p p m) : 1. 95-2. 10 ( 



ailiE# 2004-3054429 



#M2 003-143398 



^-v: 62/ 



2H, m) , 2. 13-2. 24 (IH, m) , 2. 3 6-2. 5 5 (3 H, m 
) , 2. 87 (3H, s) , 3. 6 0-3. 7 8 (3 H, m) , 3. 85-3. 
94 (IH, m) , 6. 74 (IH, d, J=9. 2Hz) , 7. 22-7. 3 
0 (2H, m) , 7. 6 0- 7. 7 5 (4H, m) , 7. 9 6 (IH, d, J = 
9. 2Hz) , 9. 07 (2H, s) , 10. 01 ( 1 H, s) . 
[0 14 8] 

mmm2 

5- (4 -■7;V^n7:i:^;V) -N- [2- (7 - 8 2 , 7 
-vT-9-';^kfn [4, 4] yi->-2-4 -6-^/';-;V] 

##M 1 x-n h ^fzit^m<Ditt> ^ K^^m 2x-nhtifz7-^f')]^-2- ( 

6- - >n-2-^y -8-:e-^V-2, 7-vT-9-'>^en [4, 4] 

yi-y^m^^:himimmmi tmm<Dm^'^^n'ofzm. m^titz^t^i^^ANm. 

IH-NMR (3 0 0MHz, d6-DMS0, ^ p p m) 12. 15 (2H, 
m) , 2. 44 (2H, brs) , 2. 75 (3H, s) , 3. 56 (2H, m 
) , 3. 85 (4H, m) , 7. 27 (IH, m) . 7. 45 (2H, m) , 8 
. 0 1 (2H, m) , 8. 17 (2H, m) , 8. 4 6 (IH, m) , 8. 6 2 

(IH. brs), 9. 36 (2H. s), 11. 18 (IH. s). 
ESI -MS Found : m/z 4 9 7 [M+H] + 
(0 14 9] 

mmms 

N- (2- [ (3R) -3- [^yr^i;;l/ (p(^;i/) t5/] -l-tfni;v 

##^J 3 X^hfitzit^!^ (10. 2 g) Or- h 9 1 Kn 7 ^ > ( 1 5 0 m 1 
) ^^tcMm#ga^T2 0%;!fcm'fb/N'9v^«i7A^^ (4. 1 9 g) ^rjDx.. 1^ 

7 0ml) ^?gtcot:twT##^ji oiT%htLfzy^^)i'\£v^i;>:fyfu^:-^^ 
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(5. 9 7g) :5.<>'h V J^^;VT^ >- (8. 3ml) €rSnx./cf^. mi^2~-!ru 
n-1, 3-vV-f-;i^-'r ^ ^V';^'!rA^'ni; K (6. 5 5 g) <^v^ 
;VAT5 K (3 0ml) vtvil=^?iTL> im^mnLfZo KJZm::Rm:^m± h 

ijY)Vij'7AifU'7y^'7y^'- (^nnj^;^^ : p<:J^y-;i.= 9 5:5) tc# 
L. Sm-:E.-5=-;V:d-^S*S^-t'2>C:i:lcJ: 19. ^S'fb'^tr (7. 6 5 g) iiM^m 

IH-NMR (4 0 0MHz, d6-DMS0, «J p p m) :l. 05-1. 0 
8 (6H, m) , 2. 0 5-2. 2 5 (2H, m) , 2. 78 (3/2H, s) 
, 2. 96 (3/2 H, s), 2. 82-3. 10 (IH, m), 3. 35-3 
. 55 (2H, m) , 3. 6 5-3. 8 7 (2 H, m) , 4. 7 8-4. 8 9 ( 
1/2H, m) , 5. 13-5. 25 (1/2H, m) , 6. 8 8-6. 9 3 ( 
IH, m) , 7. 51-7. 60 (4H, m) , 7. 9 0-7. 9 2 (3H, m 
), 8. 01 (IH, d, J = 8. 8Hz), 8. 36 (IH, d, J=2. 4 
Hz), 9. 34 (2H, s), 10. 85 (IH, s). 
ESI -MS Found :m/z 4 9 6 [M + H] + 
[0 15 0] 

N- [2- {6-r^^)VriJ)V7'\^Yu\iuu [3, 4-d] T-fe*t:°>-2- 

mmm 3 1 mmz Lxmrnit^m^ntzo 

IH-NMR (3 0 0MHz, d6-DMSO, ^ p p m) :i. 70-1. 8 
2 (5H, m) , 2. 01 (3H, s) , 2. 48 and 3. 18 (4H, 
m) , 3. 3 2-3. 6 7 (5H, m) , 6. 84 (IH, d, J=8. 7 H 
z) , 7. 54 (4H, m) , 7. 91 (3H, m) , 8. 30 (2H, m) , 
9. 3 4 (2 H, s) , 10. 8 3 (1 H, s) . 
ESI -MS Found Im/'z 5 0 7 [M+H] + 
[0 15 1] 
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N- (2- [ (3R) -3- IT^^JU T^y] - 1 - If n V - ;v 

IH-NMR (3 0 0MHz, d6-DMS0, 5 p p m) : 1. 95-2. 3 

0 (5H, m) , 2. 7 0-2. 9 5 (3 H, m) , 3. 2 5-3. 3 5 (3 H 
, m) , 3. 3 5-3. 6 0 (2H, m) . 3. 6 0-3. 9 0 (2H, m) , 
4. 6 0- 5. 2 5 (IH, m) , 6. 8 5-6. 9 5 (IH, m) , 7. 45 
-7. 65 (4H, m) , 7. 85-8. 10 (4H. m), 8. 36 (IH, 
s) , 9. 3 6. (2H, s) , 10. 8 5 (1 H, s) . 

ESI -MS Found:m/z 4 6 7 [M+H] + 
[0 15 2] 

mmme 

N- (2- [ (3 R) -3- [:/nfe:>^;v T^y] -l-lfnijv' 

3 h nm-:- x^xmmAY.-^m'^^fzo 

1 H-NMR (3 0 OMHz, d6-DMS0, .J p p m) :0. 95-1. 1 
0 (3H, m) , 2. 0 0-2. 2 5 (2H, m) , 2. 2 5-2. 5 0 (2 H 
,m), 2. 70-2. 95 (3 H, m), 3. 35-3. 60 (2H, m), 
3. 6 0-3. 8 5 (2 H, m) , 4. 6 5-5. 3 0 (IH, m) , 6 . 8 5 
-6. 95 (IH, m), 7. 45-7. 65 (4 H, m), 7. 85-8. 1 
0 (4H, m) . 8. 36 (IH, s) , 9. 36 (2H, s) , 10. 84 ( 
IH, s) . 

ESI -MS Found :m/z 48 1 [M+H] + 
[0 15 3] 

mMm 7 

N- (2- [ (3R) -3- [y ^z^:^)V:^sL)v (p?^;!/) r<y] -1-lfn 
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V : 65/ 



1 H-NMR (3 0 OMH z, d 6 -DMSO, <5ppm) 12. 10-2. 3 
0 (2H, m) , 2. 79 (3H, s) , 2. 99 (3H, s) , 3. 40-3 

. 60 (2H, m) , 3. 7 0-3. 9 0 (2H, m) , 4. 4 5-4. 6 0 ( 
IH, m) , 6. 8 5- 6. 9 5 (IH, m) , 7. 4 5-7. 6 5 (4 H, m 

) , 7. 85-8. 10 (4H, m) , 8. 36 (IH. s) . 9. 36 (2H 

. s) , 1 0. 8 5 (1 H, s) . 

ESI -MS Found : m/z 5 0 3 [M+H] + 
[0 15 4] 

N- (2 - [ (3 R) - 3- [p< h^i^:^)Vii^:=.)U C^-^;!/) T^y] - 1 -tf 
K 

(1) N- (2- [ (3 R) -3- [t e r t -7' h ^ 

##M 3 xn h fLfzVC^^(D^t> ^ 3 - ( 3 ) tif f> tLfc t e r t - 

(3R) -N-p«^;v-N- [1- (6-- hn-2-^y';^;i/) -3 

(2) N- (2- [ (3R) -3- \^-yii)Vif.-)\y T^y] - 
1 -tfni; v'^;v] -6-:^yi;-;v) - 5 -7 2 - ^'j ^ v^;!7;v.i? 

mmms- (3) T't#^tL7^:^fc^tfOft:b«9tc_hf5 (1) vntbiifzi\:^m^ 
fflv\ vr^';;v^n'; K<?)<t^«')tCi^n;i.^my^>'^^fflv^^'ft!l{i##M3 
- (4) i:|SimiwLT. ^M-fb-^t^^^lf/co 

1 H-NMR (4 00 MHz, CDC13, Sppm) 12. 18-2. 27 ( 
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^-v: 66/ 



2H, m). 2. 90 (3H, s), 3. 53-3. 61 (2H, m), 3. 7 
5 (3H, s) , 3. 8 2-3. 9 0 (2 H. m) , 5. 00 (IH, br. s 
) , 6. 75 (IH, d, J = 9. 2Hz) , 7. 5 2 - 7. 5 9 (3 H, m) 
, 7. 6 5- 7. 7 4 (4H. m) , 7. 94 (1 H, d. J = 9. 2Hz) , 
8. 43 (IH, s) , 9. 12 (2H, s) , 10. 04 (IH, s) . 
ESI -MS Found :m/z 4 8 3 [M+H] + 
[0 15 5] 

N- (2- [ (3R) -3- [ [ i'J^^Jl^r^/) ] (^^;i,) 

T^y] -l-en';->'ci;i/] _6-:^yu-;i,) - 5 2 -If U ^ 

##f!l3- (3) T-#^tL/i'fb'g-J^<^<-t^0t::^»J8- (1) -^^n^fifzjt 

fflv^^^{i##M3- (4) i:ra;^t;Lr^S'fk^t^^t#7^:o 

1 H-NMR (4 00MHz, CDC13, <Jppm) :i. 59 (6H, s) 

, 2. 12-2. 21 (IH, m), 2. 24-2. 35 (IH, m), 2. 8 

2 (3H, s), 3. 49-3. 62 (2H, m), 3. 82-3. 90 (IH 
, m) , 3. 9 2-4. 0 0 (IH, m) , 4. 4 6-4. 5 4 (IH, m) , 
6. 75 (IH, d, J = 9. 2Hz) , 7. 5 0- 7. 5 7 (3 H, m) , 7 
. 6 4-7. 7 2 (4 H, m) , 7. 92 ( 1 H, d, J=8. 8Hz) , 8. 
40 (IH, brs ), 9. 11 (2H, s), 10. 02 (IH, s). 
ESI— MS Found Im/'z 4 9 6 [M+H] + 

[0 15 6] 

nmm 1 0 

N- (2- [>f y7'otf;i/ (ji^ju) T^y] -6-^y';-;W -5-yj^:=. 

mm 3 b iwi#tc Lxmrnit^m^^zo 

1 H-NMR (400MHz, CDC13, ^ppm) 11. 24 (6H, d. 
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^-v: 67/ 



J = 6. 8Hz) , 3. 01 (3H, s), 4. 98 (IH, septet, J 
= 6. 8Hz) , 6. 91 (IH, d, J = 9. 2Hz) , 7. 49-7. 57 
(3H, m) , 7. 6 2-7. 6 9 (4 H, m) , 7. 89 (IH, d, J = 9 
. 2Hz), 8. 38 (IH. s), 9. 10 (2H, s), 10. 00 (IH 
, s) . 

ESI -MS Found : m/ z 3 9 8 [M+H] + 
[0 15 7] 

mMm 1 1 

N- (2- [ (3R) -3- [-rv>^^v;v (^^^l') T^y] -i-tfnvv 
-e-^y;^;!^) -5- (4 -"7;v:*-n'7x— ;v) - 2 - tfv ^ v^>^3& 

##M 1 ^ tifzit^m ojtt>y) K^^m sx-nhtifz ( 3 r ) - n - ^ ^ 

;v-N- [1- (6-- - 3 - tfn ^yr^ 

IH-NMR (4 0 0MHz, d6-DMS0, ^ p p m) : 1. 00-1. 0 
7 (6H, m) , 2. 0 6-2. 2 5 (2H, m) , 2. 77 (3/2H, s) 
, 2. 82-2. 91 (1/2H, m) . 2. 96 (3/2H. s) , 3. 00 
-3. 11 (1/2H, m), 3. 37-3. 57 (2H, m), 3. 66-3 
. 84 (2H, m) , 4. 7 8-4. 8 8 (1/'2H, m) , 5. 12-5. 2 
3 (1/2H, m) , 6. 8 8-6. 9 4 ( 1 H, m) , 7. 4 0-7. 4 4 ( 
2H, m) , 7. 54 (IH, d, J = 9. 2Hz) , 7. 90 (l H, d d, 
J = 9. 2, 2. OHz) , 7. 9 6-8. 0 2 (3H, m) , 8. 34 (IH 
, d, J=2. OHz) , 9. 33 (2H, s) , 10. 83 (IH, s) . 
ESI-MS Found Im/z 5 13 [M + H] + 
10 15 8] 

mmm 1 2 

N- (2- [ (3R) -3- [T-t-^;v U^;v) T^y] - 1 - n i; 
3 - 6 -^y ';<=.;v) -5- {A-y )V^uy - 2 - ^Vyij 
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^-v: 68/ 



m 1 1 mm.iz l-c. mmit^i^^nrzo 

IH-NMR (3 0 0MH2. d6-DMS0, ^ p p m) : 1. 95-2. 2 
5 (5H, m) , 2. 7 0-2. 9 5 (3 H, m) , 3. 2 5-3. 3 5 (3 H 
, m) , 3. 3 5-3. 6 0 (2 H, m) , 3. 6 0-3. 9 0 (2 H, m) , 
4. 6 0-5. 3 0 (IH, m) , 6. 8 5-6. 9 5 ( 1 H, m) , 7. 35 
-7. 6 0 (3H, m) , 7. 8 5-8. 10 (4H, m) , 8. 3 6 ( 1 H, 
s) , 9. 3 5 (2 H, s) , 10. 8 5 (1 H, s) . 
ESI -MS Found :m/^z 4 8 5 [MH-H] + 

[0 15 9] 
HifeM 1 3 

N- (2- (xh^t: Kn-3--77-;i/) T^y] -6-^/';-;^ 

) -5- (4 -7;i/:fn7jc-;i/) - 2 - fcf U 5 v>35;;l'.iei|r-9-^ K 

mi tmuKLx. mm^t^m^mzo 

1 H-NMR (400 MHz, CDC13, 5ppm) :i. 94-2. 04 ( 
IH, m) , 2. 3 2-2. 4 2 ( 1 H, m) , 3 . 1 0 (3H, s) , 3. 7 
5-3. 96 (3H, m), 4. 08-4. 15 (IH. m), 5. 64-5. 
74 (IH, m) , 6. 94 (IH, d, J = 9. 2Hz) , 7. 22-7. 3 
0 (2H, m) , 7. 6 0-7. 7 4 (4H, m) , 7. 94 ( 1 H, d, J = 
9. 2Hz), 8. 41 (IH, s), 9. 06 (2H, s), 10. 00 (1 
H, s) . 

ESI -MS Found:m/z 4 4 4 [M+H] + 
[0 16 0] 

rnmm i 4 

N- (2- [ (3R) -3- [•<V"7''^V;v (^^;i/) T^y] -i-\£uv-J 
-6-^>";^;i') - 5- (3 -7;i/:i-n'7ai-;v) - 2 - ^i; < v>';57 

5 - 7 i e V ^ >- - 2 - >Sloft K^^m l 2 1?# t> ttTt^l: 
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^-v: 69/ 



IH-NMR (4 0 0MHz, d6-DMS0, dppm) :i. 01-1. 0 
7 (6H, m ) , 2. 0 7-2. 2 5 (2 H, m) , 2. 77 (3/2H, s 
) , 2. 83-2. 91 (1/'2H, m) , 2 . 9 5 (3/2H, s) , 3. 0 
0-3. 08 (1/2H, m) , 3. 3 8-3. 5 6 (2 H, m) , 3. 66- 
3. 85 (2H, m) , 4. 7 8-4. 8 8 (1/'2H, m) , 5. 12-5. 
23 (1/2H, m) , 6. 8 9-6. 9 4 (IH, m) , 7. 34-7. 39 

(IH, m) , 7. 54 (IH, d, J = 8. 8Hz) 7. 62 (IH, d d, 
J = 8. 0, 6. OHz) , 7. 78 (IH, d, J = 8. OHz) , 7. 85 

(IH, dt, J = 10. 4, 2. OHz), 7. 90 ( 1 H, dd, J = 9. 
2, 2. OHz) , 8. 01 (IH, d, J = 8. 8Hz) , 8. 34 (IH, 
d, J=2. OHz) , 9. 38 (2H, s) , 10. 84 (IH, s) . 
ESI -MS Found: m/z 513 [M+H] 4- 
[0 16 1] 

[0 16 2] 

^Mkm 1 : MC H^^KH^^ife 

11 hMCH- 1 R^3- K-t^ c DNAie^iJ [y j^r^^ • U^-X (FEES 
Letters), 398^, 253H(1996^). If^^^ 5& . jc > . 
e:t'7^'>^:*.T^^(Biochimica et Biophisica 
Acta), 1401^. 216M(1998^)]^r. V^^^-p 
EF/mic/cyto (^ > tf b n v'x >'tti^) u ^ \^fzo nhtl 

) ^fflV*Ta±iBjiaCHO-K 1 (Tp« V?!7> • iJ^-ry • . nVi^v 

3^) tch^^X^o.^ h U MCH-lR^3iaj!a$r#7to 
[0 16 3] 

pMO [125i] MCH (NENttM) tti,iz. Ty-t^mmm (lOmM:^ 
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0. 2%^i^m.mT)l^y^y^^tf5 0mM Tr i smmU. pH7. 4) 4^ 

mMJ^^U^v^T^ >'IZgi^^S.l>'0. 04%Tween-20 =Sr^tr5 OmM 
Tris^*^^, pH7. 4 lCTi5fe^f^, 7.-7 ^ )\y ^ '-±,<r)mfi^^'ki^ib 
fzo f^^m^m^^il fxM\iYyLCB.^-^TXm^\^. #Mfltl [125 i ] mCH 

1 tc^-To 

[0 16 4] 



1^1] 





I Cso (nM) 




8 . 0 




4. 1 




3. 7 



[0 16 5] 

(2 6r-v) mmmui^yx-m^Lfzo :^-r Kj^^^^-v-o^fe® 

0&m{ib r e gma i J9m:^2. 2mm. jEtt»^±. mmmmXi)m^8mm 

^L-VliZmXL. ^'7='>'m^^^)V^y (MCH. 5// g/l L/h e a 
Omg/kg) =S:. MC H^-^(7) i ^fa^llriz 0 . 5%:^^)V^)Vu-y^7K\^mz 
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^-v^ : 71/E 



[0 16 6] 

o P*>^ l)^Wj|3(7>^k'^^^^S:#L'5:v.^^'^. 2)mm'^<r>\'C^^^\ Omg 
g^#L7t:lr'^. 3)^]6&^f!l3<^)'fb'^J^^3 Omg/k g^-^tTtJ^-^. 

[0 16 7] 

AXr^^fl?^ (aCSF) <D^^-^Lfzm^<7ym±-M:i'}yrU>:^tLfzo 
[0 16 8] 

<Dmm.^^mB.;mK.im:^m. ifi&it^. do?^, it^, 5^^, 

^^^p^. ^m^RS • tmrnm. mm^mm. ^.^1^1^. mmmm 

[mil 'Mmw^^x^m.i^^'^fz^y YK:^mM<D^t^^^mai&-^L. 
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#M 2 0 0 3- 1 4 3 3 9 8 ^- v : 1/E 

imm^] mm 
imi] 



8-, 




3 (mg/kg. PO ) 
MCH (5 |jg, ICV) 
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